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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Patent No. 
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Title 
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6,946,438 Confirmation No. 5455 

Nagai et al. 
September 20, 2005 

Use of Compounds That Reduce Alpha2-Antiplasmin 
In Vivo For The Preparation Of A Composition 
For The Treatment of Ischemic Stroke 

Christopher James Nichola 

28289 



Certificate 

MAR 0 6 Z006 

of Correction 



REQUEST FOR CERTIFICATE OF CORRECTION OF PATENT 



Commissioner for Patents 

P.O. Box 1450 

Alexandria, VA 22313-1450 



ATTENTION: 



Sir: 



Decision and Certificate of Correction 
Branch of the Patent Issue Division 



In accordance with 35 U.S.C. §§254 and 255, we attach hereto Form PTO/SB/44 
and a copy of proof of errors and request that a Certificate of Correction be issued in the 
above-identified patent. The following errors appear in the patent as printed: 



(1) Face of the patent , see Item (73) Assignees, second Assignee should read: 

— Leuven Research & Development VZW — 

(This was incorrectly typed on the Issue Fee Transmittal as "VZQ". 
See correct name on Assignment document and Notice of Recordation.) 

(2) Face of the patent , see Item (56) References Cited, OTHER DOCUMENTS, second 
reference to Skolnick, line 3, "in th genomic era" should read 

-- in the genomic era - 

(See Form PTO-892, accompanying the Office Action mailed April 26, 2004.) 

(3) Face of the patent , see Item (56) References Cited, OTHER DOCUMENTS, 
page 2, Column 1, third reference to Nagai et al., line 3, 
"immunoneutralizt6ion reduce focal cerebral schemic" should read 

— immunoneutralization reduce focal cerebral ischemic — 

(See Form PTO-892, accompanying the Office Action mailed May 5, 2003.) 

(4) Face of the patent , see Item (56) References Cited, OTHER DOCUMENTS, 
page 2, Column 2, last reference to Kopler, line 1, "Kopler, WP. et al. 
"Adenovirus-mediated transfer of gene" should read 

— Kopfler, W.P. et al. "Adenovirus-mediated transfer of a gene -- 

(See IDS filed August 29, 2001, sheet 10 of 12 and page 1 of the Kopfler reference.) 
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Error number (1 ) is an obvious typographical error made by Applicants. A check 
for $100.00 is attached to cover the fee for correction of Applicants 1 mistake. The remaining 
errors are printing errors. 

Respectfully submitted, 
THE WEBB LAW FIRM 




Attorney for Registrants 
700 Koppers Building 
436 Seventh Avenue 
Pittsburgh, PA 15219-1845 
Telephone: (412)471-8815 
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09/806,178 
September 20, 2005 
Nagai et al. 



Page 1 of 1 



It is certified that an error appears or errors appear in the above-identified patent and 
that said Letters Patent is hereby corrected as shown below: 

Face of the patent , see Item (73) Assignees, second Assignee should read: 

- Leuven Research & Development VZW - 

Face of the patent , see Item (56) References Cited, OTHER DOCUMENTS, 
second reference to Skolnick, line 3, "in th genomic era" should read 
-- in the genomic era - 

Face of the patent , see Item (56) References Cited, OTHER DOCUMENTS, page 2, 
Column 1, third reference to Nagai et al., line 3, 
"immunoneutralizt6ion reduce focal cerebral schemic" should read 

- immunoneutralization reduce focal cerebral ischemic -- 

Face of the patent , see Item (56) References Cited, OTHER DOCUMENTS, 
gage 2, Column 2, last reference to Kopler, line 1, "Kopler, W.P. et al. 
"Adenovirus-mediated transfer of gene" should read 

- Kopfler, W.P. et al. "Adenovirus-mediated transfer of a gene -- 



MAILING ADDRESS OF SENDER: The Webb Law Firm 

700 Koppers Building 
436 Seventh Avenue 
Pittsburgh, PA 15219-1845 

This collection of information is required by 37 CFR 1 .322, 1 .323, and 1 .324. The information is required to obtain or retain a benefit by the public which is to file (and 
by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 1.0 hour to complete, 
including gathering, preparing, and submitting the completed application form to the USPTO. Time will vary depending upon the individual case. Any comments on the 
amount of time you require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and 
Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-2450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS 
ADDRESS. SEND TO: Attention Certificate of Corrections Branch, Commissioner for Patents, P.O. Box 1450, Alexandria, VA 2231 3-1450. 

If you need assistance In completing the form, call U800-PTO-9199 and select Option 2. 
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Adenovirus-Mediated Transfer of a Gene 
Encoding Human Apolipoprotein A-I Into 
Normal Mice Increases Circulating 
High-Density Lipoprotein Cholesterol 

William P. Kopfler MD; Maureen Willard; Timothy Betz, MD; John E. Willard MD- 
Robert D. Gerard, PhD; Robert S. Meidell, MD 



tJ^^T^ . • a T a J models of atherosclerosis, augmen- 
tation of circulating high-density lipoprotein (HDL) cholet 

SkfS 3 Pr ° teCtiv f effect ***** developmenToTSnv 
streaks and promotes plaque regression X 

Metiwds and Resute To investigate the potential of gene 
tracer to increase HDL cholesterol, a fusion gene encoS 

JunT ^i P ° Pr ? tem A -U a P° A ' J ) ^ control offi 
human cytomegalovirus (CMV) immediate-early promoter 

In bSS mt0 a / eC °? binant aden °*™ (AdCMV apo 
A-I). BALB/c mice infected with AdCMV apo A-I by intrave- 
nous injection accumulate immunoreactive apo A-I I 
levels 5 daysafter. infection averaged 168^/dL. A 35% 
maease m HDL cholesterol audi 47% incTeaw in toS 
cholesterol were observed in mice infected with AdCMV apo 



A-I compared with control viruses. Analysis of size-fraction- 
ated lipoproteins revealed that human apo A-I is in^iSed 
mto murine HDL particles. Expression of humTT™ A-I 
dechned to <10% 0 f maximum after 12 days and mRNA 

tectable m the livers of infected mice after 12 davs 
Condons We conclude that adenovirus-mediated trans- 

circulating HDL choiesterol of a magnitude correlate ™tK 
unpor^n, physiological effects. These SSSSStSSS 
potential for gene-based therapeutic strategies to n3E car! 
diovascular risk. (Cirvukuion. 199^90:1319.1327 ) 
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Epidemiological data demonstrate an inverse re- 
lation between circulating levels of high-den- 
wm S ? Apoprotein (H 01 -) cholesterol aTd the 
incidence of clinically significant atherosclerosis. " This 
relation holds for even small increments of HDL cho- 

S^ 1 ^- at each 1 - B & dL ^ease in HDL 
cholesterol level is associated with a 2% to 3% decre- 
ment in cardiovascular risk.' Experimental evidence 
also supports a protective effect of HDL against athero- 
sderostt . Cholesterol-fed rabbits treated by infusion of 
purified homologous HDL are protected against the 

£2 ?£ e T nt ? atty P,aques des P ite "nchanied circu^ 
hiting HDL cholesterol levels.*-' This association be- 
tween HDL cholesterol and the incidence of atheroscle- 
roticvasculardisease suggests that strategies to increase 
circulating HDL could have important clinical applica- 
tion. A modest increase in HDL cholesterol has been 
observed m patients treated with gemfibrozil,' an inter- 
vention associated with a reduced incidence of cardiac 
events. Trials intended to specifically assess the effects 
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of intervention to increase HDL cholesterol on the 
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HDL appears to exert its antiatherogenic effect by 
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extracellular matnx of peripheral tissues." Peripheral 
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Both clinical and experimental data suggest that the 
?u° tem of HDL, apo A-I, mediates 

the antiatherogenic activity of HDL 1 and that the rate 
of Production of apo A-I is a critical determinant of 
circulating HDL cholesterol. Families with both herite 
bly deficient"-.* and enhanced" apo A-I levels have 
b^n identified and show corresponding alterations Z 
HDL cholesterol. Persons with familial hyperalphan- 

wWlftno^% aPPe " Protected from atherosclerosis, 
while those deficient in apo A-I show accelerated car- 
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Washington, D.C. 20231 
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Pursuant to the requirements of 37 C.F.R. §§ 1.56, 1.97 and 1.98, Applicants 



submit this Information Disclosure Statement which includes a completed Form PTO -1449. 
The references identified in Form PTO- 1449 were cited in the International Search Report for 
the underlying PCT Application No. PCT/EP99/07405 or in the specification. Copies of the 
International Search Report and references cited in the specification are enclosed. Copies of 
the references cited in the International Search Report are not enclosed because the 
Notification of Acceptance of Application Under 35 U.S.C. § 371 and 37 C.F.R. § 1.494 or 



1 hereby certify that this correspondence is being deposited with the 
United States Postal Service as first class mail in an envelope 
addressed to Commissioner for Patents, Washington, D.C. 20231 on 
August 29, 2001. 

Barbara E. Johnson. Registration No. 31.198 
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8/29/2001 



Date 



1.495 indicates that the International Search Report and the references cited therein were 
received by the USPTO. 

Pursuant to 37 C.F.R. § 1.97(b)(2), no fee is believed to be due for the 
submission of this Information Disclosure Statement, as it is being submitted within three 
months of the date of entry of the national stage in an international application. Nevertheless, 
the Commissioner for Patents is hereby authorized to charge any fees which may be required 
to Deposit Account No. 23-0650. One original and two copies of this Information Disclosure 
Statement are enclosed. 
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WEBB ZIESENHEIM LOGSDON 
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UNITED STATES PATENT AND TRADEMARK OFFICE 
NOTICE OF RECORDATION OF ASSIGNMENT DOCUMENT 
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THE ENCLOSED DOCUMENT HAS BEEN RECORDED BY THE ASSIGNMENT DIVISION OF 
THE U.S. PATENT AND TRADEMARK OFFICE. A COMPLETE MICROFILM COPY IS 
AVAILABLE AT THE ASSIGNMENT SEARCH ROOM ON THE REEL AND FRAME NUMBER 
REFERENCED BELOW. 



PLEASE REVIEW ALL INFORMATION CONTAINED ON THIS NOTICE. THE 
INFORMATION CONTAINED ON THIS RECORDATION NOTICE REFLECTS THE DATA 
PRESENT IN THE PATENT AND TRADEMARK ASSIGNMENT SYSTEM. IF YOU SHOULD 
FIND ANY ERRORS OR HAVE QUESTIONS CONCERNING THIS NOTICE, YOU MAY 
CONTACT THE EMPLOYEE WHOSE NAME APPEARS ON THIS NOTICE AT 703-308-9723. 
PLEASE SEND REQUEST FOR CORRECTION TO: U.S. PATENT AND TRADEMARK OFFICE, 
ASSIGNMENT DIVISION, BOX ASSIGNMENTS, CG-4, 1213 JEFFERSON DAVIS HWY, 
SUITE 320, WASHINGTON, D.C. 20231. 
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BRIEF: ASSIGNMENT OF ASSIGNOR'S INTEREST (SEE DOCUMENT FOR DETAILS) 
ASSIGNOR: 

LEUVEN RESEARCH & DEVELOPMENT VZW DOC DATE: 03/10/2003 

ASSIGNEE: 

COLLEN, DESIRE JOSE 
SCHOONZICHTLAAN 20 
WINKSELE-HERENT, BELGIUM B-3 02 0 

ASSIGNEE: 

LEUVEN RESEARCH & DEVELOPMENT VZW 
BENEDENSTRAAT 59A 
LEUVEN B-3000, BELGIUM 



SERIAL NUMBER: 09806178 
PATENT NUMBER: 



FILING DATE: 06/18/2001 
ISSUE DATE: 
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ASSIGNMENT 

WHERAS, LEUVEN RESEARCH & DEVELOPMENT VZW, a coiporation 
organized under the Laws of Belgium, doing business and having their post^ office 
address at Benedenstraat 59A, B-3000 Leuvcn, Belgium (hereinafter called "Assignor") 
is the sole and exclusive assignor of the United States Patent Application Serial No. 
09/806,178, filed June 18.. 2001, entitled "Use of Compounds that Reduce Alpha2- 
Antiplasmin In Vivo for the Preparation of Ischemic Stroke"; and 

WHEREAS, DesinJ. Jos6 Collen, an individual, whose post-office address is 
Schoonzichtlaan 20, B-3020 Winksele-Herent, Belgium, and LEUVEN RESEARCH & 
DEVELOPMENT VZW (hereinafter "Co- Assignees"), are desirous of acquiring joint 
right, title, and interest in and to said United States Patent Application and the inventions 
covered thereby. 

NOW, THEREFORE, in consideration of the sum of One Dollar (SI. 00) U.S. and 
other good and valuable consideration, the receipt of which is hereby acknowledged, 
Assignor has sold, assigned, transferred and set over, and does hereby sell, assign, 
transfer and set over to Co- Assignees respective undivided interests in United States 
Patent Application Serial No. 09/806,178, and any continuations, continuations-in-part, 
divisional^ and reissues thereof, and the inventions covered thereby, the same to held and 
enjoyed by Co-Assignees for their own use and enjoyment, and for the use and 
enjoyment of their successors, assigns or other legal representatives, to the end of the 
term for which a patent is granted or reissued as fully and entirely as the same would 
have been held and enjoyed by Assignor, if this assignment and sale had not been made; 
together with all claims for damages by reason of past infringement of said patent, with 
the right to sue for and collect the same for their own use and enjoyment, and for use and 
enjoyment of their successors, assigns and other legal representatives. 

ASSIGNOR hereby authorizes and requests the United States Commissioner of 
Patents and Trademarks to record this assignment to Co- Assignees of the entire interest, 
and hereby covenants that it has full right to convey the entire interest herein assigned, 
and that it'has not executed, and will not execute, any agreements inconsistent therewith. 
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Application No. 
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, Th9 MAILING DATE of this communication appears on the cover sheet with the correspondence address - 

Period for Reply 
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is/are withdrawn from consideration. 



Disposition of Claims 

4) I3 Claim(s) 7 and 12-14 is/are pending in the application. 
4a) Of the above claim(s) 

5) D Claim(s) is/are allowed. 

6) I3 Claim(s) 7 and 12-14 is/are rejected. 

7) D Claim(s) is/are objected to. 
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Priority under 35 U.S.C. § 119 
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